
Letters

COMMENT & RESPONSE

In Reply We thank McCaw and colleagues for their observa-
tions and interesting suggestions about the end point of our
Three or Six Colon Adjuvant (TOSCA) stage II subgroup analy-
sis recently published in JAMA Oncology.1 We concluded that,
despite not reaching the noninferiority significance, the clini-
cal nonsignificance of the overall results (in particular the 1%
difference in 5-year relapse-free survival) with 3-month ca-
pecitabine plus oxaliplatin (XELOX) treatment may reason-
ably lead to suggest that this schedule may be preferable in terms
of efficacy and toxicity for these patients. We agree that future
studies should look to composite end points (that couple effi-
cacy and toxicity) and that these need to be prospectively evalu-
ated in large randomized studies. McCaw and colleagues sug-
gest a reanalysis of our data as a function of both outcome and
toxicity outcomes for stratification purposes. This is a useful
compromise coupling outcome and adverse events. Unfortu-
nately, our trial did not include a quality-of-life evaluation. In
a similar study, the Short Course Oncology Therapy (SCOT) trial,2

shorter chemotherapy duration showed similar survival with
a better quality of life, and the authors identified the 3-month
duration as the reference standard in these stages.

In the meanwhile, during the coronavirus disease 2019
(COVID-19) pandemic, oncologic treatments have become chal-
lenges. Use of more convenient schedules (oral pills) and less
intensive schedules (every-3-week regimens) is potentially
more suitable during the COVID-19 outbreak. Marshall et al3

recently proposed hypothetical treatment of patients with co-
lorectal cancer in the COVID-19 era. They reaffirmed that while
timing and curative intent of adjuvant chemotherapy are es-
sential caveats to be respected, these treatments may be rea-
sonably modified in clinical practice (eg, shift to oral regi-
mens, shortening of duration).

In conclusion, even if we consider hard designing an-
other randomized trial to verify the superiority of one arm vs
the other in this setting, and keeping in mind that overall
survival is the primary end point of the adjuvant setting, we
endorse the adoption of a (composite) risk-plus-benefit out-
come as a major end point for the curative setting in the fu-
ture. We reaffirm, however, that the TOSCA trial may not
change clinical practice at all (6 months of fluoropyrimidine-
based monotherapy remains the standard). However, if oxali-
platin is going to be offered to patients, 3 months of XELOX is
reasonably the best choice based on either efficacy or toler-
ability end points.
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